Objective: This study was performed to determine the prevalence and risk factors associated with nasal methicillin-resistant Staphylococcus aureus (MRSA) colonization upon intensive care unit (ICU) admission and during the ICU stay in mainland China. Methods: A prospective observational study was performed in a 50-bed general ICU of a 4300-bed teaching hospital in China from 2011 to 2013. Nasal swabs for MRSA detection were obtained upon ICU admission and at discharge for patients having stayed in the ICU for longer than 3 days. Results: In total, 115 patients (4.1%; 95% confidence interval [CI], 3.4-4.9) were already colonized with MRSA on ICU admission, and another 185 patients (10.7%; 95% CI, 9.3-12.2) acquired MRSA during their ICU stay. Development of an MRSA infection was significantly more likely in patients with than without MRSA colonization on ICU admission (odds ratio [OR], 2.8; 95% CI, 1.1-7.3). Patients who acquired MRSA had significantly prolonged lengths of stay in the ICU (23.3 days) and higher hospital bills (135,171 RMB; about 19,590 USD) than those who tested negative for MRSA. Conclusion: The MRSA colonization rate among ICU patients in mainland China is high. Patients with MRSA-positive nasal swabs are more likely to develop MRSA infections.
Background
Methicillin-resistant Staphylococcus aureus (MRSA), which was first reported in 1961 in the UK, is a major cause of healthcareassociated infection throughout the world. 1 Patients with healthcare-associated MRSA infections have an increased risk of mortality both prior to and after discharge, require longer hospital stays, and accumulate greater medical costs. [2] [3] [4] During 2011 in the United States, an estimated 80,461 invasive MRSA infections occurred, 48,353 of which were healthcare-associated community-onset infections and 14,156 of which were hospital-onset infections. 5, 6 MRSA infections are associated with an estimated 11,285 deaths per year in the United States. 5, 6 The prevalence of MRSA infection is likely to be much higher in intensive care units (ICUs). In one study, the healthcare-associated MRSA infection rate was 1.64 infections per 1000 patient-days in the ICU and 0.47 infections per 1000 patient-days in non-ICU settings. 7 In light of the fact that many patients are already MRSA-positive on ICU admission and that the majority of MRSA infections are acquired while patients are receiving healthcare, it has been suggested that an important measure in mitigating MRSA spread in the ICU is the routine collection of active surveillance cultures (ASCs). However, some studies have found that such measures are ineffective. 8, 9 MRSA was first reported in mainland China in the 1980s. 10 A limited number of studies have demonstrated that 29.2% of all S. aureus infections are MRSA infections, and patients who have been infected with MRSA have longer hospital stays and a higher risk of mortality. 11, 12 Although several small-scale studies examining the prevalence of MRSA colonization on ICU admission have been published in China, whether MRSA-carrying patients are more likely to develop MRSA infections during their hospitalization remains unknown. A previous study that took place in the same hospital in which our study was conducted showed a high degree of genetic relatedness between their patients and clinical MRSA isolates. 13 In the present study, routine MRSA screening was performed in a general ICU to examine the prevalence and risk factors associated with nasal MRSA colonization among ICU patients on admission to the ICU and during their ICU stay.
Methods

Study population
This prospective study was carried out in a general 50-bed ICU at West China Hospital, which is a 4300-bed university hospital in western China. From 1 January 2011 to 31 December 2013, all patients who were admitted to the ICU were enrolled in the study except those with a known MRSA infection on ICU admission. Nasal swabs for MRSA screening were collected from patients within 48 hours of admission; they were also collected at discharge for patients having stayed in the ICU for longer than 3 days. The study population is shown in Figure 1 .
ICU nurses collected the swab samples after receiving training by microbiologists and infection control practitioners. For patients with multiple ICU admissions during a single hospitalization period, only their first ICU admission was included. Demographic data such as age, sex, reason for ICU admission, existence of underlying diseases, length of stay (LOS) in the ICU, and mortality in the ICU were retrieved from the patients' medical records.
Microbiological surveillance
Surveillance cultures were plated on ChromID MRSA-Select agar plates (bioMe´rieux, Marcy-l'É toile, France) and incubated at 35 C for 18 to 24 hours. Clinical samples from patient infection sites were tested by hospital microbiology laboratory personnel, and MRSA isolates were identified using the VITEK 2 system (bioMe´rieux). Methicillin resistance was confirmed using cefoxitin (30 
Review of Chinese data
The following major electronic databases were systematically searched: China National Knowledge Infrastructure (CNKI) database, Chinese Biomedical Literature database (CBM), Chinese VIP database, Chinese Wanfang database, and Medline database. The search terms were "'MRSA' OR 'methicillin-resistant Staphylococcus aureus,'" "'active surveillance' OR 'nasal colonization,'" and "'ICU' OR 'intensive care unit.'" The search location was restricted to mainland China.
Statistical analysis
Microsoft
Excel 2010 (Microsoft Corporation, Redmond, WA, USA) was used to manage the data. Statistical analyses were performed using PASW Statistics, version 18.0 (SPSS Inc., Chicago, IL, USA). Because our continuous data did not follow a normal probability distribution using the Kolmogorov-Smirnov test, they are expressed as medians along with 25th and 75th percentiles and were analyzed using the Mann-Whitney U-test. Categorical data are presented as number and percentage and were analyzed using the chi-square test or Fisher's exact test. All tests were two-tailed, and a P-value of <0.05 was considered significant.
Because this study was only an epidemiological survey, no intervening measures were enforced on any patients. The ethics committee of West China Hospital approved the study and waived the need for informed consent.
Results
During the study period, 2853 patients were admitted to the ICU. Of those admitted, 14 (0.5%) had an MRSA infection within 48 hours of admission, while 64 (2.2%) did not have a nasal swab collected within 48 hours of ICU admission. During the study period, 554 patients (20.0%) were discharged within 3 days and 2221 patients (77.8%) remained in the ICU for more than 3 days,; of these 2221 patients, 1727 (77.8%) were sampled at discharge according to the study protocol.
Therefore A total of 2221 of 2775 patients stayed in the ICU for more than 3 days, among whom 91 had MRSA colonization on admission. Among the remaining 2130 patients, 1727 (81.1%) were sampled at discharge and 185 (10.7%; 95% CI, 9.3-12.2) had acquired MRSA colonization during their ICU stay. The incidence of MRSA colonization while in the ICU was much higher than that on admission. Risk factors for acquiring MRSA colonization in the ICU included having chronic obstructive pulmonary disease, being on mechanical ventilation, and receiving dialysis (P < 0.05) ( Table 2 ). The mean ICU LOS for patients with MRSA colonization was 23.3 days, which was significantly longer than that for patients without MRSA colonization (15.1 days, P ¼ 0.00). The mean overall expense for MRSA-colonized patients was also significantly higher than that for patients without (135,171.0 vs. 107,209.3 Yuan, respectively; P ¼ 0.00).
However, the mortality rates between the two groups were not significantly different. Among the 185 patients with MRSA colonization at discharge, 20 (10.8%; 95% CI, 6.3-15.3) had acquired an MRSA infection during their ICU stay, which was significantly more than those without MRSA colonization at discharge (0.9%; 95% CI, 0.4-1.4; P ¼ 0.00). 
Discussion
This study revealed that 4.1% of patients admitted to West China Hospital's ICU were already colonized with MRSA on admission. Our review of existing data from China revealed nine papers that were published in Chinese and one paper describing a study that was conducted in mainland China but published in the English version of a Chinese journal. [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] The total number of patients included in the 10 articles was 3798, and the percentage of patients already colonized with MRSA on ICU admission ranged from 3.0% to 11.0% (median, 7.9%; 25%-75% interquartile range, 4.2-9.1) ( Table 3) . Similarly, studies in other countries reported that 4.9% to 13.1% of ICU patients are already colonized with MRSA on admission. 7, [24] [25] [26] The variation in the prevalence of MRSA colonization is likely due to regional differences, as previous studies have demonstrated. In Asia, Izumikawa et al. 26 reported that 7.5% of patients in an ICU in Japan had MRSA Data are presented as n (%) unless otherwise indicated. MRSA, methicillin-resistant Staphylococcus aureus; ICU, intensive care unit; LOS, length of stay; COPD, chronic obstructive pulmonary disease. MRSA, methicillin-resistant Staphylococcus aureus; ICU, intensive care unit; RICU, respiratory intensive care unit; NSICU, neurological surgical intensive care unit; SICU, surgical intensive care unit.
colonization on admission, while another study involving 342 ICU patients in Korea found that the prevalence of MRSA colonization on admission was 27.5%. 27 Even in North America, studies have reported remarkable differences. For instance, Ridenour et al. 25 discovered a relatively high proportion of MRSA-colonized patients on ICU admission (11.0%), while Davis et al. 28 demonstrated a relatively low proportion (3.4%).
Differences in sample size proportions are another possible reason for the variations in prevalence. Honda et al. 24 proposed that such differences may significantly influence results. In their study, the nasal swab sampling percentage was as high as 98.9%, while other studies had a lower nasal swab percentage. Another possible reason for the differences in colonization data is sampling site selection. Previous studies have shown that the sensitivity of MRSA surveillance cultures was significantly higher in throat and tracheal aspirates (82%) than in anterior nares (47%). 29 A study in Taiwan revealed that the MRSA screening sensitivity also depended on the anatomic location of sampling, number of sites cultured, culture methods, and distribution of strain types. 30 Our study showed that 10.7% of patients became colonized with MRSA during their ICU stay. This result is similar to those found in previous studies in other countries (4.9%-15.0%). [31] [32] [33] However, after we searched the Chinese-language literature database, only 3 studies provided discharge data, in which 64 ICU patients became MRSA-colonized at percentages ranging from 2.2% to 15.6%. [14] [15] [16] Our results are slightly lower than those of two previous studies published in China, 14, 16 both of which had a small sample size and unclear MRSA acquisition rates. Our large sample size and the high incidence of nasal-swab culture collection over a 3-year study period are major strengths of our study.
As many previous studies have demonstrated, our study also showed that patients were more likely to be colonized with MRSA if they underwent mechanical ventilation, received dialysis, or had chronic obstructive pulmonary disease.
Our study confirmed that patients already colonized with MRSA on admission were more likely to acquire MRSA infection (2.3-fold higher risk; 95% CI, 1.1-7.3) than those who had not been colonized, although our percentages were lower than those reported in previous studies (5.9-, 9.5-and 107.7-fold). 28, 34, 35 The different types of ICUs and different prevalences of MRSA in different areas may account for these variations in study results. In our study, 1.7% of patients developed MRSA infections during their ICU stay, which is similar to the findings reported by Milstone et al. 34 (1.8%). This suggests a low incidence of MRSA infection in our ICU.
Our study also revealed that the healthcare associated MRSA infection rate decreased significantly from 2.2% (95% CI, 1.2-3.2) in 2011 to 0.8% (95% CI, 0.2-1.4) in 2013, which is also consistent with a few studies that have shown correlations between the presence of an active surveillance program and reduced MRSA infection rates. 36 It appears that ASC programs and their data are helpful in reducing ICU MRSA infection rates. However, the voluntary isolation of MRSA-positive patients by clinicians and the hospital's promotion of hand hygiene during the study period may have also contributed to the low MRSA infection rate.
We recognize that our study has several limitations. First, we used ChromID MRSA-Select agar plates to detect MRSA, but previous studies 37, 38 have reported that these agar plates may have low sensitivity, and both nonselective enrichment broth and semiselective broth containing cefoxitin and aztreonam can improve its sensitivity. 39 In contrast, polymerase chain reaction has greater sensitivity for MRSA identification, but because of hospital capacity limitations, we did not use this technique for MRSA screening. 40, 41 Second, we used only a single sampling site, the nares, which has a lower incidence of MRSA recovery than throat swabs and tracheal aspirates. Sampling multiple sites for culture has also been shown to increase MRSA-detection sensitivity. 30 Third, this was an observational study, and we did not compulsorily isolate those colonized with MRSA nor did we decolonize patients due to insufficient capacity, which may partially explain our MRSA colonization prevalence of 10% at discharge.
In conclusion, our study has demonstrated that the prevalence of MRSA colonization was 4.1% on ICU admission and that 10.7% of patients acquired MRSA during their ICU stay. We have also confirmed that patients who already had MRSA colonization on admission were significantly more likely to develop MRSA infections during their ICU stays. ASCs and their resulting data are helpful in reducing MRSA infections.
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